Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 




Dilution of (A2) Ascites 



FIG. 1 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 




12 4 8 
Incubation of rHu TNFat 60''C(hr) 



24 



FIG. 2 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al 




MAb (ng/ml) 

• Natural Human TNF 

o Recombinant Human TNF 

A Control 



FIG. 3 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides. . . 

Inventors: Junming Le, et al. 




iAJU0£9 G O 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 




Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 




ujuoes 'a 0 



Docket No . : 0975 . 1 005 -006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 




o oooooooooo 

IJUU029 a o 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 



Bam HI 



Pvul 



EcoRl 



Xbal 




pA2HGlapgpt 



FIG. 8A 



BamHI 



Xbal 

EcoRI 
Xbal 
H indin 

Sail 



BamHI 



BgtIL 



Hindu 




HindHE 
EcoRI 

EcoRr 



EcoRI 



BamHI 
pA2HuKapgpt 

FIG. 8B 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides. .. 

Inventors: Jimming Le, et al. 



2.0-r 




I 10 100 1000 10000 

Chimeric A2 ng/ml 



FIG. 9A 




1 (0 100 1000 10000 



Murine A2 ng /ml 



FIG. 9B 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al 




ng Bound 



FIG. lOA 



30- 



20- 



10- 



0 



y = 25.953-15.306 xR^2 = 0.972 



1-125 chimeric A2 IgG 
Estimated Avg. Ka= ).8x 10^ 



-1 I I 1 \ I \ \ I I I — I — I — [ 
0.0 0.2 0.4 0.6 0.8 1.0 1.2 1.4 



ng Bound 



FIG. lOB 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junmtng Le, et al. 



1.2-| 
LO- 

0.8- 
0.6 
0.4 
0.2 




Natural human TNF 
Recombinant human TNF 
Control 



0.0—) — r — i I I i m[ 1 I — I — I 1 1 mi | — i i iiiia| — s — i 1 1 mi| 

.1 I 10 100 1000 10000 

MAb ng/ml 



FIG. 11 



No TNF 
Control 
No MAb 
0.12/U.g/ml cA2 

0.37/i.g/ml cA2 
I.I yu.g/ml cA2 
3.3/i.g/ml cA2 
lO/ig/ml cA2 




T 1 i \ 1 \ i 1 1 1 I 

0 500 1000 1500 0000 2500 
cpm 1-125 



FIG. 12 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides.., 

Inventors: Jumning Le, et al 



0 


>i 




u 




<D 


cu 


O 




d 




M 








< 


<! 


Eh 






(D 




rH 


r-f 


< 


< 


M 




Id 


^ 




(U 


CD 


> 




1-1 


I — i 








<D 




> 




Eh 




»u 




-H 


>— 1 


CD 










}-\ 






m 


rH 








I 1 




I-* 




rH 




> 


< 


O 






rH 


u 




(D 




< 


CO 


CO 




u 










<: 


CM 


r\ 


rH 


, 1 


O CQ 


O CQ 


o o5 


rH < 




in > 


Li 
r-i 


H 


, j 


CD 


CD 


05 


03 


.-::! 


> 




Pi. 


I-* 




M 


CD 


CM 






t, 


(~» 


}-H 




rH 


rH 




CD 


Ci) 




H 


rH 

i-t 




CD 


CQ 


<: 






rH 




O. 


CD 




CQ 




o 


< 


u 






Q) 


rH 




W 




<: 


u 


Hi 


;=( 




r-l 


CD 


in 


o 


hI| 








u 


rH 


iH 


< 


<; 


O 


rH 




rH 


m 


iH i-H 


iH m 


-1 > 


CM O 


^ > 



CD 


0 




jH 


u 


CD 


M 


p-l 


1-1 




fq 


^ 




CD 




Eh 


CO 


Eh 


CQ 


CQ 


CD 


-H 




rH 






M 




CD 


0 




rH 


M 


Eh 


H 






03 


:3 


CD 


rH 








CD 










CD 




>J 


CO 




iH 






OS 


CD 


M 


> 


hi 


Eh 


CQ 


r-J 


o 


-H 


CD 






h1 




Lj 


M 


CQ 




CQ 




Eh 


<! 


f-1 




, — 1 




CD 


05 


rH 


CO 


> 


< 


o 


CQ 




o M 


O 


H iH 




a^ h1 


H CD 


CQ 




05 










Eh 


< 


!>s 
1^ 


d 

M 




rH 


rH 


I— i 


o 


CD 


CD 


r< 
)-i 


}q 




rH 


>. 


rH 


CD 


E-i 


CD 








rH 


CD 


u 


CD 


CO 




CQ 


, — ; 


}^ 


>i 


03 


,d 




> 




CD 


05 


13 




rH 


I— 1 




< 


CD 




CD 




CD 


rH 


Jh 




M 


< 


rH 


t7) 


d 


OS 


iH 


rH 


> 


< 


CD 


d 


u 


H CQ 


rH rH 


rH CD 


O >i 


CD 


CX) CO 


H CJ 



CQ 
O 



d 


d 


CQ 


CD 


< 


hi 


CD 


05 


rH 


rH 


H 


< 


I—* 


fl) 


rH 


i-H 


CD 


M 






rH 


iH 


<C 


H 






CD 


rH 


CO 


O 




CD 


CD 


.d 


(-1 








u 




<: 


Eh 




Q , 1 


ro CQ 


IT) 05 




H > 




r! 


rH 


rH 


CD 


CD 








rH 


hi 


CD 


d 


M 


rH 


CD 


CD 


CO 


d 


d 


CD 


rH 


hi 


CD 


d 


05 


r-i 


rH 


CD 


<; 


CD 


CD 










rH 




03 


CQ 


> 






d 


rH 


CD 


CD 


hi 


H 


tH M 


CM rH 


^ >i 


H CD 


iH ^ 



ro 

tH 



M 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides. . . 

Inventors: Junming Le, et al. 



0.2 



0.15 



O.D. 



0.05 



0.2 



0.15 




0.05 



21 31 41 51 61 71 81 91 101 
TNF Sequence 



FIG. ]4A 



121 131 141 151 



O.D. 




21 31 41 51 61 71 81 91 101 III 121 13! 141 151 
TNF Sequence 



FIG. 14B 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides., . 

Inventors: Junming Le, et al _ _ 



o 

H 



o 






CD 


u 


rH 


(D 


rH 




o 


CO 


hH 








Jh 




CQ 






< 


< 


■. 


Eh 




fd 


CD 


CQ 






rH 


-H 


< 


<; 


M 




I— 1 






U 




(U 


CD 




> 


j_q 






rH 


;:S 


U 






(D 




CD 


> 


\A 






m 


rd 






-H 


rH 


(D 


CD 


h- H 








fd 




>i 


rH 


rH 


m 


rH 


cd 










rH 


fd 




CQ 


cd 


1— 1 


rH 


-H 


r> 
1^ 




V — ^ 


I— H 


0 


Cn 




Jh 






CD 




t— H 


< 


CO 




m 


tn 


o 


u 








CD 


1 — 1 


<: 




CD 


a 




rH 


0 


CQ 


O CQ O 


(d 


o U 




CO <; LO > 








i-H 


CQ 


cu 




Cd 


>i 




^^ 


> 




O 








u 




CD 


rH 


r—H 


E-i 


a 




u 










rH 


rH 


rH 


r. 

L ' 


o 


O 




tn 


1:5 








CD 


CQ 


rH 






< 




Jh 






CQ 


(D 


rH 


CQ 


>i 


rn 






1 — 1 






XJ) 


CD 


0) 


rH 


u 




CD 


o 


< 


P-i 


fH 






1^ 


0) 


rH 




CD 


CO 


O 




(H 


t7) 


Cd 




rH 






rH 


fd 




< 


O 


> 


rH 




rH 




cd 


H rH rH 


fd 


rH rH 


> 


oq o ^ > 





o 



0 






Pu 




u 




(D 


CQ 




[H 




hH 






?H 






O 




CD 










rn 






Qj 
i-M 




CQ 




CD 


ID 








rH 


U 




. "1 
1 1 










<D 




0 






rH 




u 


CQ 


CD 


1 — 1 




M-i 


fcq 


hH 


fd 






CD 


fd 


rH 




rH 


rH 


rH 






rh 


J — [ 




?H 




}H 




CD 


CD 






rH 


rH 


rr^ 
CO 




r 1 

tH 




1 — i 








fd 


CD 


CD 




M 


I-H 


rH 


hH 








hH 


;d 




0 




>^ 


CD 




u 


CD 


rH 


hH 




n . 
t-U 




c_L; 






CQ 




CD 


CQ 






CD 








a 


hH 


M-I 


rH 




fd 


tn 


fH 


fd 




rH 


Jh 




> 




<; 






CQ 


O 




O Oa 


O rH 




H 


rH 


m CQ 


LO fd 


"1 


rH CD 


1 ^ 

rH 


rH \> 


U 




fd 


>N 








rH 


rH 


rH 


EH 






o 


CD 


S 






CQ 


>i 


rH 




rH 




rH 


O 




O 


hH 


CD 








'^^ 


Sh 






rH 


rH 


(D 






o 


rrv 


CO 


U 




o 


::i 


US 


(D 




u 


CD 


rH 


CO 






h-l 


CD 


rH 




u 




fd 


fd 






rH 


rH 


> 




EH 


o 


---r> 


fd 






CD 


CD 


rH 




rH 






<; 




O 






(D 






rH 




rH 




fH 


fd 


CQ 


M 






> 


< 


Cn 




s 










rH 


rH 


CD 


< 




O 


CD 




U 


H 


CQ 


H >-i 


H ^ 


CD 


O 




CN rH 


^ >) 


CO 


rH 


O 


rH CD 


rH H 



IT) 
rH 



CD 

M 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Jimming Le, et al. 



cd 



CD 



U 



CO 
O 
5^ 



O P4 



U 
Eh 



0) 
1-1 



0) 

4-J 

CD 



U 
E-i 

O 
Eh 

<; 

Eh 
O 
Eh 
O 

O O 

B !^ 

O (D 

Eh 0} 

Eh rd 



U 
13 



o 


0) 


O rH 






o <; 


u 


>. 


u 


o 


t-l 


!< s 


o 


O 


B Eh 


H 


iH 


O W 








o 


> 




o 


(U 


< (U 


EH 




Eh ^ 


Eh 




<; M 


O 




o us 






Eh <U 


O 


o 


U 






Eh ^ 




(U 


Eh CU 


<; 


w 


U J 






O tJ) 


o 




O {H 


u 




^ < 


o 


tn 


^ O 






U M 




< 


U Pj 


a 




Eh M 


o 


>i 


U CD 


Eh 


O 


Eh Ul 


O 




Eh S 


O 


0) 


O .-1 


EH 




O O 


O 


0) 


Eh a 


Eh 




<d 05 


Eh 


CM 





M 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Jxmming Le, et al. 



O CD 

a tn 



o tn 

o 5^ 



o 
o 
o 



> 

{H 
Eh 

< 

4-) 
0) 
2 
_ Qa 
O 5^ 
Eh Eh 

-H 

fcC <! 

O Q) 

<; CO 

U 0 

Eh Si. 



CD 



Eh 



CD 



Eh 

o o 

Eh ^ 

U <U 

Eh W 

U fd 

O i-H 



Eh 

Eh 
U 

Eh 



rd 
> 

CQ 

O 
U 
0) 

c;3 




rH 



o 

M 



Docket No. : 0975 . 1 005-006 

Title: Anti-TNF Antibodies and Peptides. 

Inventors: Junming Le, et al 




Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 



O 
CD 





Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 




FIG, 23 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 




(82-0) 4uno3 iujop u9j|0MS 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides. 

Inventors: Junming Le, et al. 




U/boj) ddo 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 



< 

CD 
CM 

Ll 




QC 



rO 



o 

E 
o 



CD 

o 
o 

CL 
Q. 
O 



1 



> 
q: 
o 
a 
UJ 



o E-| 
^ o 

V— 

CP d. 



00 

•i " 



CO 



CD 

c 

CD 

o 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides.. . 

Inventors: Junming Le, et al. 




Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides. 

Inventors: Junming Le, et ah 



CM 




c 

O o 



c 
o 

E- 



</> 
o 

"5 

•4— 

CL 
CD 

Ql 



w < 

CO K 

o 
a 
< 

_ o 
o \~ 

> <D 

3 < 
_J I- 

— o 

O K 

£8- 



CO 



CO 



a 

a? 

w 

Q) 

O 

CD 



a ^ 

CD c 



o 

< 



O 
CD 



CD 

CO 

c 



CD o 

CD 

" CP 
< 

< 
o 



D 



CD 
O 

c 

CD 
3 



o 

X 



or Q- 

CU ^^ 
to O 



O in 



Docket No.: 0975,1005-006 

Title: Anti-TNF Antibodies and Peptides.., 

Inventors: Junming Le, et al 




FIG. 28 



Docket No,: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides.. 

Inventors: Jumning Le, et al 



r 



91 
o 

O CL 



[ 



91 
o 

CL 



X 



> 

.0-' 



Ifl 



X 



"t:>. 



-7 



t/5 -I- 



c 

<D 

E 
o 



o 

CL 



cn CD 

CD 



CD 



C 

o 

e 



CD 
-J 



CD 

o 
o 
< 

CD 



CD 
t/5 
O 

CD 
Cl- 

o 
c 

c7) 



CD 

•o 

CD 
Q. 

w ' 
CD 
"O 
O 



CD 



CSl 



CD 



:5 



\ 



^ c 

CD O 



o 

< 

CD 

< 

CD 

l- 
h- 

CD 

f- 
CD 

CD 
< 
O 
CD 
J- 
h- 



> 

q: 



CD 
CM 



CD — 

— u 

O c 00 

^ -J 

^ o 



CD c 

o — 



If in I " " I 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides. 

Inventors: Junming Le, «/- 




FIG. 30 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides.. 

Inventors: Jumning Le, et al. 



1.5,- 




— • — p55-sf 3 
— □_ p55-df2 

— p55-sf2 
— o— no TNF 
— A — anti CDS 



.001 .01 .1 1 ]0 

nM fusion protein 



100 



FIG. 31A 



II ll'lf Tl I' I 



Docket No- 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, 




FIG. 3IB 



Docket No.; 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides. . . 

Inventors: Junming Le, a/^ 



0.5r 



• — p55'-nf 

p55-sf2 
m — no TNF 




\ t 1 1 1 n 1^ 1 I M t lii^ 1 Ml ilttj 

.001 .01 -t 1 



10 100 1000 
nM fusion protein 



FIG. 31C 



Docket No, : 0975 , 1 005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Jumning Le, et aL 




FIG. 32 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides. . . 

Inventors: Junming Le, et a!. 



6000 




TNFconc. when added (pm) 



FIG. 33A 

8000- 




TN F cone, when added ( pm) 

FIG. 33B 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Jimming Le, et al. 




(ujd) 99J-j/(LudD) punoq 




(ujd) aajj/(LudD) punoq 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al. 





(uid) aejij /(ujdD)punoq 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al 



ro 

to 
I 

CL 
LO 

CL 













C\l 






CM 








1 








a> 








o 


d 








It 






rO 








ro 


< 






1 








rO 








K) 














• • - 


1) 






• 








• 




















1 • 


I 


1 1 



o 
o 
o 

CD 



o 
o 
o 



o 
o 
o 

CM 



o 
o 

CJ 



o 
o 



£ 

Q. 

o 

T3 
c 

O 



X 

rO 
Li_ 



(uud) aajj/(uud3) punoq 




o o O 

o o 
cvi — 



(ujd) 9ajij/(ujdD) punoq 



Docket No.: 0975.1005-006 

Title: Anti-TNF Antibodies and Peptides... 

Inventors: Junming Le, et al 



O 

o 

> 
o 



o 

UJ 

> 



e 

CO 



♦ Placebo 



□ 1 mg/kgcA2 




12 3 4 

Weeks after anti -TNFa infusion 



^P<0.05, ttp<o o,^ ^^^p<0.001 i.^/-5^y5 change in 
placebo group 



FIG. 34 



